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1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 



□ 



the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 



With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

| | contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 



2. 
3. 



□ 

m 
m 



□ 
□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 

Certain claims were found unsearchable (See Box I). 
Unity of Invention Is lacking (see Box II). 



4. With regard to the title, 

[X] the text is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

[X] the text is approved as submitted by the applicant. 

I I the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
1 — 1 within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No. J 



I | as suggested by the applicant. Q None of the figures. 

[X] because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 
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FOR FURTHER ACTION 



International application No. 
PCT/EP00/03638 



International filing date (day/month/year) 
20/04/2000 



Priority date (day/month/year) 
23/04/1999 



International Patent Classification (IPC) or national classification and IPC 
C12N 15/85 



Applicant 

GESELLSCHAFT FUER BIOTECHNOLOGISCHE FORSCHUNG... 

1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 5 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 

I S Basis of the report 

II □ Priority 

III □ Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

IV □ Lack of unity of invention 

V \S Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 

citations and explanations suporting such statement 

VI □ Certain documents cited 

VII □ Certain defects in the international application 

VIII H Certain observations on the international application 



Date of submission of the demand Date of completion of this report 

22/11/2000 30.08.2001 
Name and mailing address of the international Authorized officer 




preliminary examining authority: 

European Patent Office 



Fax: +49 89 2399 - 4465 



Telephone No. +49 89 2399 8714 
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International application No. PCT/E POO/03638 



I. Basis of the r port 

1 . With regard to the I ments of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 17)): 
Description, pages: 

1-21 as originally filed 

Claims, No.: 

1-4 as originally filed 

Sequence listing part of the description, pages: 

1 , filed with the letter of 19.07.00 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 
C3 furnished subsequently to this Authority in written form. 

H furnished subsequently to this Authority in computer readable form. 

H The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

H The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 
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5. □ This report has been established as if (some of) the amendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-4 

No: Claims 

Inventive step (IS) Yes: Claims 

No: Claims 1 -4 

Industrial applicability (IA) Yes: Claims 1-4 

No: Claims 



2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Ad it m V: 

The quoted documents are: 

(1) WO 98 11241 A (VON HOEGEN ILKA ;BRUEMMER WOLFGANG (DE); 
MERCK PATENT GMBH (DE); B) 19 March 1998 (1998-03-19) 

(2) S. KIRCHHOFF ET AL.: "Regulation of cell growth by IRF-1 in BHK-21 cells" 
CYTOTECHNOLOGY, vol. 22, 1996, pages 147-156 

The assembly of two or more known (control) elements in a vector or in a 
"system" wherein each of said elements merely carries out the function which it is 
expected to do must, in general, be considered as being non-inventive (e.g. a 
known promoter with a known gene or a known enhancer with a known promoter). 
This seems to apply in the present case wherein two known constructs have been 
assembled in such a system (see e.g. the vectors pMC-1 of D1 with the 
transactivator control system of e.g. D2). 

An inventive activity, therefore, could only be acknowledged if said assembly 
results in an unexpected or surprising effect. Such an effect, at present, is not 
recognisable. 

Applicant argued that in comparison with D1 , the use of the system of the present 

application results in a 12-fold increase of expression. 

In view of D2 this effect, however, cannot be regarded as being surprising. 

In fact, D2 both emphasises the general applicability of the inducer element in 

combination with any promoter (see page 151, right column, last paragraph) and 

the degree of stimulation which is about ten-fold (see page 154, right column, 

second paragraph). 

Since this degree of stimulation is in the same range as observed in the 
comparative results presented by the Applicant, said results cannot form the basis 
for demonstrating the necessary surprising (e.g. synergistic) effect which has to 
be requested if merely two known elements are combined. 

Ad item VIII: 

Even if the Applicant will base his arguments on a "selection" with regard to the 
assembly of the specific elements, this would no longer apply with regard to the 
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"isofunctional" variants. In fact, said expression, even if interpreted in the light of 
the description, extends the scope of the various elements to any other 
"equivalent" element i.e. to any promoter, or any enhancer etc. (or what else 
should be meant by "the same function"?). 
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(57) Abstract 

A promoter-transactivator system achieves regulated high-level gene expression in proliferation-controlled mammalian cells. The 
novel composite promoter contains constitutive enhancer elements that allows a basal expression level as high as the levels achieved with a 
very efficient viral promoter. In addition, the promoter encodes sequences that are bound by a transactivator whose activity can be regulated. 
By the simple addition of medium supplements expression levels can be achieved above those from the conventional promoter. 
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